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What we claim is: 

1. A method for stimulating angiogenesis within a targeted collection o/viable cells 
in-situ, said method comprising the steps of: / 

identifying a collection of cells comprising viable cells in-situ as a target for 
stimulation of angiogenesis; / 

providing means for effecting an introduction of at least dne member selected from 
the group consisting of the PR-39 oligopeptide collective to thfe cytoplasm of said targeted 
collection of cells; / 

introducing at least one member of the PR-39 oligopeptide collective to the 
cytoplasm of said targeted collection of cells using saW effecting means; 

allowing said introduced PR-39 oligopeptide collective member to interact with 
such proteasomes as are present within the cytoplasm of said targeted collection of cells 
whereby / 

(a) at least the a7 subunit of the proteasomes interacts with said PR-39 
oligopeptide collective member, and / 

(b) at least a paiVof the proteolytic activity mediated by proteasomes 
with an interacting <x7 subunit becomes selectively altered, and 

(c) the selectively altered proteolytic activity of the proteasomes with an 
interacting a7 subunit resets in a stimulation of angiogenesis in-situ within the targeted 
collection of viable cell's. 



-48- 



# 



a A method for se,ective inhibition of proteasome-mediated ***** - ««- 
in . si tu within a coupon of viable ce.,s, said method comprising *. «A of. 

identifying a collection of cells comprising viable cells in-situ M target; 

hiding means for effecting an introduction of a, .east one/emoer seiected from 

■ ,■ . „f the PR-39 oligopeptide collective to the c/oplasm of said targeted 
the group consisting of the x> ™l"V v J 

collection of cells; / 

introducing a, leas, one member of me PR-39 oligopeptide collective to the 
cytoplasm of said targeted conection of cells using said e/ecting means; 

^ said introduced PR-39 oiigopeptide co/ective member to interact wuh 

such proteasomes as are present within the cytoplas/ - - — — " «* 

whereby / Q 

W at least the «7 subunit o/me proteasomes interacts with the PR-39 

oligopeptide collective member, and 

w a, leas, a par. o, ti/proteolytic activity mediated by proves 

with an interacting .7 subunit becom/markedly altered, and 

(c) the markedly/Led proteolytic activity of the proteasomes with an 

of peptides in-situ within the/rgeted collection of cells. 



3. The method as recited in claim jA 
includes at least one type of cell selected 




in said collection of viable cells 
roup consisting of endothelial cells, 
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myocytes and myoblasts, fibrocytes and fibroblasts, epitheliar ;ells, osteocytes and 
osteoblasts, neuronal cells and glial cells, erythroetiet^/leukocytes, and progenitor cells 
of all types. 

4, The method as recited in claim 1 or2[^hereii/said collection of cells comprises at 
least one tissue selected from the group co/^isttngxff myocardium, skeletal muscle, 
smooth muscle, an artery, a vein, lung/braih, kidney, spleen, liver, gastrointestinal 
tissue, nerve tissue, limbs, and extremities. 



5. The method as recited in claim 1 or_2 wherein the means for an introduction of a 
PR-39 oligopeptide collective member include one selected from the group jronsisting of 
catheter-based introduction means, injection-based introduction means/fnfusion-based 
introduction means, localized intravascular introduction means, Ij^osome-based 
introduction means, receptor-specific peptide introduction me&ns, slow releasing means for 
peptide secretion in living cells and sequested organisr 



6. The method as recited in claim 1 or 2/wherein the means for an introduction of a 
PR-39 oligopeptide collective member includes the DNA sequences coding for PR-39 
oligopeptides of different sizes inspltedin a suitable vector for transfection and subsequent 
expression of peptides within/aid cells. 



7. The method as recited in claim 1 or 2 
vivo conditions. 




rein said method is practiced under in- 
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8. The method as recited in claim 1 or 2 w) 
vitro conditions. 




eiri said method is practiced under in- 



9. The method as recited in clairtvl or 2 wherein degradation of IkBcc is^eteetiueiy 
inhibited. 



10. The method as recited in claim 1 or2jvhereirK^egradation of HIF-la is seteetivety ^ 
inhibited. 



11. A family of PR-39 derived^otigopeptides whose members individtolly cause a 
selective inhibition of proteasome-mediated degradation of peptidesym-situ after . 
introduction intracellular^ to a viable cell, each member of sajrf oligopeptide family 
being: 

a peptide less than 39 amino acid residues in lerfgth; 

at least partially homologous with the N-t^rminal amino acid residue sequence of 
the native PR-39 peptide; 

able to interact in-situ with at leas/the a 7 subunit of such proteasomes as are 
present within the cytoplasm of the cdl; and 

able to alter markedly th^proteolytic activity of proteasomes with an interacting 
a 7 subunit such that a selective increased expression of specific peptides occurs in-situ. 



-51 - 







or 



12. The PR-39 derived oligopepttc^family as recited in claim ^U^whose membership 
includes a peptide comprised of 15 amino ae^d residues whose sequence is 
Arg-Arg-Arg-Pro-Arg-Pro-Pro-Tyr-Leu-Pro-Arg->!^-Arg-Pro-Pro. , |0 No 3 



13. The PR-39 derived oligopeptide 
includes a peptide comprised of 1 1 amii 



or 



amily as recited in claim ll^vhose membership 
acid residues whose sequence is 



Arg-Arg-Arg-Pro-Arg-Pro-Pro-Tyr-I^u4Pro-Arg. ;ip j 



or V5 

14. The PR-39 derived oligopeptide family as recited in claim 11 whose membership 
includes a peptide comprised of\8 amino acid residues whose sequence is 
Arg-Arg-Arg-Pro-Arg-Pro-Pro-'Ayr. 
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